/3,AB/61 (Item 2 from file: 764) 

ALOG (R) File 764:BCC Market Research 
) 2 0 03 Business Communication Co. All rts . reserv. 

157778 



MMERCIAL BIOTECHNOLOGY INDUSTRY REVIEW: %ANTIBODIES% : 
% PS EUDOMONAS % - INDUCED PNEUMONIA 



PREVENTING 



in Title: 
uo. Date: 
Source : 
elephone : 
rd Count : 



Language-:— Engiish- 



COMMERCIAL BIOTECHNOLOGY INDUSTRY REVIEW 
APRIL 2001 

BUSINESS COMMUNICATIONS COMPANY, INCORPORATED 
(203) 853-4266 
287 (1 pp.) 



Country: UNITED STATES 
Industry: BIOTECHNOLOGY, HEALTH CARE 

Kpasy-Names-(BJ ALOC Cc n ehr-a^et^-t-Con^exence-on^t-imi-croM-a l Agents and — 
Chemotherapy ; InterMune Pharmaceuticals Inc ; Medical College 
of Wisconsin ; University of California San 



: SELECT statement is: 
3 pcrV 



Items File 



88 2: INSPEC_1969-2003/Jun W2 

20 5: Biosis Previews (R) _1969-2003/ Jun W2 

174 6: NTIS_1964-2003/Jun W3 

105 8: Ei Compendex (R) _1970-2003/Jun W2 

4 9: Business & Industry (R) _Jul/1994-2003/Jun 17 

1 15: ABl/Inform(R)_1971-2003/Jun 18 

127 16: Gale Group PROMT (R) _1990 -20 03/ Jun 18 

3 18: Gale Group F&S Index (R) _1988-2003/Jun 18 

2 19: Chem. Industry Notes_1974-2003/ISS 200324 
78 2"0T-Dl"alogrGTobal— Reporter^ 199-7 -^u-3-/Jun--i8 

19 34: SciSearch(R) Cited Ref Sci_1990-2003/Jun W2 

3 35: Dissertation Abs Online_1861-2003/May 

2 42: Pharmaceuticl News Idx_1974 -2 003/ Jun W2 
2 47 : Ga re" Group Ma g az ±ne DB (TM) _1 9-5-9— 2W-3-/-Jua— 13 

1 50: CAB Abstracts_1972-2003/May 

3 63: Transport Res (TRIS) _1970-2003/May 
12 71: ELSEVIER BIOBASE_1994 -2 0 03 / Jun W3 
14 73: EMBASE_1974 -2003/ Jun W2 

1 94: JICST-EPlus_1985-2003/Jun W3 

3 98: General Sci Abs/Full-Text_1984-2003/May 

1 99: Wilson Appl. Sci & Tech Abs_1983-2003/May 
341 103: Energy SciTec_1974 -2003/May B2 

Examined 50 files 

2 107: Adis R&D Insight_1986 -2003 /Jun W2 
65 109: Nuclear Sci. Abs ._1948 -1976 

1 111: TGG Natl. Newspaper Index (SM) _1979-2003/ Jun 13 

3 118: ICONDA-Intl Construction_1976-2003/ Jun 

1 128: PHARMAPROJECTS_1980-2 003/Jun W2 

2 129: PHIND(Archival)_1980-2003/Jun W2 

5 135: NewsRx Weekly Reports_1995-2003/Jun W2 
1 143: Biol. & Agric. Index_1983 -2003 /May 

19 144: Pascal_1973-2003/Jun Wl 

109 148: Gale Group Trade & Industry DB_1976 -2003/ Jun 1 

1 149: TGG Health&Wellness DB (SM)_1976-2003/Jun W2 

15 155: MEDLINE (R) _1966 -2 003 / Jun W2 

6 156: ToxFile_1965-2003/Jun W3 

1 158: DIOGENES (R)_1976-2003/Jun W3 

1 162: Global Health_1983 -2003/May 

2 172: EMBASE Alert_2003/ Jun W3 

10 180: Federal Register_1985-2003/Jun 18 

1 189: NDA Pipeline: New Drugs_1991-2003/ Jun 

1 203: AGRIS_1974-2003/May 

2 211: Gale Group Newsearch(TM)_2 003/Jun 17 

Examined 100 files 

7 225: DIALOG (R) : Domain Names 

3 266: FEDRIP_2003/Apr 

1 275: Gale Group Computer DB (TM) _1983-2003/Jun 18 

1 315: ChemEng & Biotec Abs_1970-2003/May 

2 319: Chem Bus NewsBase_1984 -2003 /Jun 18 

3 340: CLAIMS (R) /US Patent_195 0 - 03/ Jun 17 

1 342: Derwent Patents Citation Indx_1978-0l/200310 

2 348: EUROPEAN PATENTS_1978-2003/Jun W01 • 

24 349: PCT FULLTEXT_197 9 -2 002/UB=2 003 0612 , UT=2 003060 
1 357: Derwent Biotech Res. 1982-2003/Jun W4 

Examined 150 files 

1 358: Current BioTech Abs_1983-2003/May 

8 398: CHEMSEARCH(TM)_1957-2003/MAY 

23 399: CA SEARCH (R) _1967 -2003/UD=13825 

1 429: Adis Newsletters (Archive) _1982 -2003/ Jun 18 
12 434: SciSearch(R) Cited Ref Sci_1974-1989/Dec 

25 440: Current Contents Search (R) _1990-2003/ Jun 18 

2 441: ESPICOM Pharm&Med DEVICE NEWS_2003/Jun W3 

3 445: IMS R&D Focus_1991 -2 0 03 / Jun Wl 
1 452: Drug Data Report_1992 -2003/May 



1 455: Drug News & PeAectives_1992-2003/May 

1 459: Daily Essentia!^ (Archival) _1996-2003/Jun W2 

Examined 200 files 

232 545: Investext (R) _1982 -2 003 / Jun 18 

1 570: Gale Group MARS (R) _1984 -2003/ Jun 18 

2 608: KR/T Bus . News . _1992 -2 003 / Jun 18 
65 610: Business Wire_1999-2003/Jun 18 

7 613: PR Newswire_1999-2003/Jun 18 

110 621: Gale Group New Prod.Annou. (R) _1985-2003/ Jun 17 

9 624: McGraw-Hill Publications_1985-2003/Jun 17 

5 635: Business Dateline (R)_1985-2003/ Jun 18 

20 636: Gale Group Newsletter DB (TM)_1987-2003/Jun 16 

2 646: Consumer Reports_1982 -2003/May 

110 649: Gale Group Newswire ASAP (TM) _2003/ Jun 16 

"12 654T~US^AT7FULL^1^76^2^03/TJun-^-7 



Examined 250 files -r 

2 745: Investext (R) PDF Index_1999--2003/ Jun W3 
2. 761: Datamonitor Market Res ._1992-2003/Jun 
"2 7'6"41~BCC~Market— Regreax ch_l 9 8 fr-2^fr37-Jun 



32 810: Business Wire_1986-1999/Feb 28 
65 813: PR Newswire_1987-1999/Apr 30 

80 files have one or more items; file list includes 281 files. 



ave temp 

ip SearchSave "TD270" stored 
■f 

Lr last SELECT statement was : 
S PCRV 



Items File 

341 103: Energy SciTec_1974-2003/May B2 

232 545: Investext (R) _1982 -2003 /Jun 18 

174 6: NTIS_1964 -2003/ Jun W3 

127 16: Gale Group PROMT (R) _1990-2003/ Jun 18 

110 621: Gale Group New Prod. Annou . (R) _1985-2003/ Jun 17 

110 649: Gale Group Newswire ASAP (TM) _2003/ Jun 16 

109 148: Gale Group Trade & Industry DB_1976 -2003/ Jun 17 

105 8: Ei Compendex(R)_1970-2003/Jun W2 

88 2: INSPEC_1969-2003/Jun W2 

78 20: Dialog Global Reporter_1997-2003/Jun 18 

files have one or more items; file list includes 281 files. 



- Enter P or PAGE for more - 

o 

jr last SELECT statement was : 
S PCRV 



Items 


File 


65 


109 : 


65 


610 : 


65 


813 : 


32 


810 : 


25 


440 : 


24 


349: 


23 


399: 


20 


5 : 


20 


636: 


19 


34 : 


files have 


one or 



Nuclear Sci . Abs ._1948-1976 

Business Wire_1999-2003/ Jun 18 

PR Newswire_1987-1999/Apr 30 

Business Wire_1986-1999/Feb 28 

Current Contents Search (R) _1990-2003/Jun 18 

PCT FULLTEXT_1979-2002/UB=20030612,UT=20030605 

CA SEARCH(R)_1967-2003/UD=13825 

Biosis Previews (R) _1969-2003/ Jun W2 

Gale Group Newsletter DB (TM) _1987-2003/ Jun 16 

SciSearch(R) Cited Ref Sci_1990-2003/Jun W2 



- Enter P or PAGE for more - 

P 

ur last SELECT statement was : 
S PCRV 



f 



Items File 



19 144: Pascal_1973-2 0^^Jun Wl 

15 155: MEDLINE (R)_1966-2003/Jun W2 

14 73: EMBASE_1974-2 003/Jun W2 

12 71: ELSEVIER BIOBASE_1994 -2 003/ Jun W3 

12 434: SciSearch(R) Cited Ref Sci_1974 -1989/Dec 

12 654: US PAT . FULL . _1976 - 2003 / Jun 17 

10 180: Federal Register_1985-2003/ Jun 18 

9 624: McGraw-Hill Publications_1985 -2 003 / Jun 17 

8 398: CHEMSEARCH(TM)_1957-2003/MAY 

7 225: DIALOG (R) :Domain Names 

80 files have one or more items; file list includes 281 files. 

- Enter P or PAGE for more - 



> . 

ir last SELECT statement was 
S PCRV 

: Items Fiie 



■ 7 613: PR Newswire_1999-2003/ Jun 18 

5 6 156: ToxFile_1965-2003/Jun W3 

i 5 135: NewsRx Weekly Reports_1995-2003/Jun W2 

l 5 635: Business Dateline (R)_1985-2003/Jun 18 

5 4 9: Business & Industry (R)_Jul/1994-2003/Jun 17 

5 3 18: Gale Group F&S Index (R) _1988-2003/ Jun 18 

7 3 35: Dissertation Abs Online_1861-2003/May 

3 3 63: Transport Res (TRIS)_1970-2003/May 

3 3 ' 98: General Sci Abs/Full-Text_1984-2003/May 

3 3 118: ICONDA-Intl Construction_1976-2003/ Jun 

files have one or more items; file list includes 281 files. 



80 



- Enter P or PAGE for more 



o 

jr last SELECT statement was 
S PCRV 

f Items File 



1 3 266: FEDRIP_2 003/Apr 

2 3 340: CLAIMS (R) /US Patent_1950 - 0 3 / Jun 17 

3 3 445: IMS R&D Focus__1991-2003/ Jun Wl 

4 2 19: Chem. Industry Notes_1974-2003/ISS 200324 

5 2 42: Pharmaceuticl News Idx_1974 -2003/ Jun W2 

6 2 47: Gale Group Magazine DB (TM) _1 95 9 -2 003/ Jun 13 

7 2 107: Adis R&D Insight_1986-2003/ Jun W2 

8 2 129: PHIND (Archival )_1980 -2 003 /Jun W2 

9 2 172: EMBASE Alert_2003/ Jun W3 

0 2 211: Gale Group Newsearch(TM)_2003/Jun 17 

files have one or more items; file list includes 281 files. 



80 



- Enter P or PAGE for more 



P 

ur last SELECT statement was : 
S PCRV 

f Items File 



1 2 319: Chem Bus NewsBase_1984 -2003/ Jun 18 

2 2 348: EUROPEAN PATENTS_1978-2003/ Jun W01 

3 2 441: ESPICOM Pharm&Med DEVICE NEWS_2003/ Jun W3 

4 2 608: KR/T Bus .News ._1992 -2003/ Jun 18 

5 2 646: Consumer Reports_1982-2003/May 

6 2 745: Investext (R) PDF Index_1999- -2003/ Jun W3 

7 2 761: Datamonitor Market Res ._1992-2003/Jun 

8 2 764: BCC Market Research_1989-2003/ Jun 

9 1 15: ABI/Inform(R)_1971-2003/Jun 18 
0 1 50: CAB Abstracts_1972-2003/May 

80 files have one or more items; file list includes 281 files. 



- Enter P or PAGE for more 

P 

ur last SELECT statement was : 
S PCRV 

f Items File 



1 1 94: JICST-EPlus_1985-2003/Jun W3 

2 1 99: Wilson Appl. Sci & Tech Abs_1983 -2003/May 

™^«-.-t_^_t -»-r ~t~ 3 /n»*\ i nnn nnAi / t..« n*5 

$ j_ ill ; J. vjvjt i.Md L. J- . wcwopapci. j.iiuca \ \s / ^ v*.i.x -»._* 

4 1 128: PHARMAPROJECTS_1980-2 003/Jun W2 

5 1 143: Biol. & Agric. Index_1983 -2003/May 

6 1 149: TGG Health&Wellness DB (SM) _1976-2003/Jun W2 

7 1 158: DIO GENES (R) 1 976 -2 0 03 / Jun W3 



8 1 162: Global Health_1983-2003/May 

9 1 189: NDA Pipeline: New Drugs_1991-2003/ Jun 
0 1 203: AGRIS_1974-2003/May 

80 files have on e or more items; file list includes 281 files. 



- Enter P or PAGE for more - 
b nl-n60;exs 

18jun03 10:54:02 User228210 Session D348.3 
$2.09 1.043 DialUnits File411 
$2.09 Estimated cost File411 
$0.22 TELNET 

$2.31 Estimated cost this search 

$2.32 Estimated total session cost 1.267 DialUnits 

STEM: OS - DIALOG OneSearch 

File 103:Energy SciTec 1974-2003/May B2 

(c) 2003 Contains copyrighted material 
ile 103: For access restrictions see Help Restrict. 
File 545 : Investext (R) 1982-2003/Jun 18 

(c) 2003 Thomson Financial Networks 
File 6:NTIS 1964 -2 003/ Jun W3 

(c) 2003 NTIS, Intl Cpyrght All Rights Res 
ile 6: Alert feature enhanced for multiple files, duplicates 
moval, customized scheduling. See HELP ALERT. 
File 16:Gale Group PROMT (R) 1990-2003/Jun 18 

(c) 2003 The Gale Group 
ile 16: Alert feature enhanced for multiple files, duplicate 
moval, customized scheduling. See HELP ALERT. 
File 621:Gale Group New Prod . Annou . ( R ) 1985-2003/Jun 17 

(c) 2003 The Gale Group 
File 649:Gale Group Newswire ASAP (TM) 2003/ Jun 16 

(c) 2 003 The Gale Group 
File 148:Gale Group Trade & Industry DB 1976-2003/ Jun 17 

(c)2003 The Gale Group 
ile 148: Alert feature enhanced for multiple files, duplicate 
moval, customized scheduling. See HELP ALERT. 
File 8:Ei Compendex(R) 1970-2003/Jun W2 

(c) 2003 Elsevier Eng. Info. Inc. 
ile 8: Alert feature enhanced for multiple files, duplicates 
moval, customized scheduling. See HELP ALERT. 
File 2:INSPEC 1969-2 003 /Jun W2 

(c) 2003 Institution of Electrical Engineers 
ile 2: Alert feature enhanced for multiple files, duplicates 
moval, customized scheduling. See HELP ALERT. 
File 20:Dialog Global Reporter 1997-2003/Jun 18 

(c) 2003 The Dialog Corp. 
File 109:Nuclear Sci. Abs. 1948-1976 

(c)1997 Contains copyrighted material 
File 109: For access restrictions, see HELP RESTRIC1 . 
File 610 eBusiness Wire 1999-2003/ Jun 18 

(c) 2003 Business Wire, 
ile 610: File 610 now contains data from 3/99 forward, 
chive data (1986-2/99) is available in File 810. 
File 813 :PR Newswire 1987-1999/Apr 30 



(c) 1999 PR Newswire AssociaW^i Inc 

File 810:Business Wire 1986-1999/FeJD 28 

(c) 1999 Business Wire 
File 440:Current Contents Search (R) 1990-2003/Jun 18 

(c) 2003 Inst for Sci Info 
File 349:PCT FULLTEXT 1979-2002/UB=20030612 , UT=20030605 

(c) 2003 WIPO/Univentio 
File 399:CA SEARCH (R) 1967 -2 003/UD=13 82 5 

(c) 2003 American Chemical Society 
ile 399: Use is subject to the terms of your user/ customer agreement . 
ert feature enhanced for multiple files, etc. bee hulf aLbkt. 
File 5:Biosis Previews (R) 1969-2003/Jun W2 

(c) 2003 BIOSIS 
File 636:Gale Group Newsletter DB(TM) 1987-2003/Jun 16 

(c) 2003 The Gale Group 

File 34 :SciSearch(R) Cited Ref Sci 1990-2003/ Jun W2 

(c) 2003 Inst for Sci Info 
File 144: Pascal 1973 -2003/ Jun Wl 

(-CT)— 2W 3 INIST /-CNRS 

File 155 : MEDLINE (R) 1966-2003/ Jun W2 

(c) format only 2003 The Dialog Corp. 
ile 155: Medline has been reloaded and accession numbers have 
anged. Please see HELP NEWS 155. 
File 7 3 : EMBASE 1974 -2003/ Jun W2 

(c) 2003 Elsevier Science B.V. 
ile 73: Alert feature enhanced for multiple files, duplicates 
moval, customized scheduling. See HELP ALERT. 
File 71: ELSEVIER BIOBASE 1994 -2003/ Jun W3 

(c) 2003 Elsevier Science B.V. 
File 434 :SciSearch(R) Cited Ref Sci 1974-1989/Dec 

(c) 1998 Inst for Sci Info 
File 654 :US PAT. FULL. 1976-2003/ Jun 17 

(c) FORMAT ONLY 2 00 3 THE DIALOG CORP. 
ile 654: Reassignments current through Feb. 7, 2003 
File 180: Federal Register 1985-2003/Jun 18 

(c) 2 003 format only The DIALOG Corp 
File 624 :McGraw-Hill Publications 1985-2003/Jun 17 

(c) 2003 McGraw-Hill Co. Inc 
ile 624: Homeland Security & Defense and 9 Piatt energy journals added 
ease see HELP NEWS624 for more 
File 3 98: CHEMS EARCH ( TM ) 1957 -2003/MAY 

(c) 2003 AMER . CHEM . SOC . 
'ile 398: Use is subject to the terms of your user/customer agreement, 
oblems with SORT. RANK charge added. See HELP RATES 398. 
File 225 :DIALOG (R) :Domain Names (c) 2003 Dialog & SnapNames . 
'ile 225: See HELP NEWS225 for information on changes to search prefixes 
id new display codes 

File 613 :PR Newswire 1999-2003/ Jun 18 

(c) 2003 PR Newswire Association Inc 
'ile 613: File 613 now contains data from 5/99 forward, 
-chive data (1987-4/99) is available in File 813. 
File 156:ToxFile 1965-2003/ Jun W3 

(c) format only 2003 The Dialog Corporation 
^ile 156: ToxFile has been reloaded. Accession numbers 
ive changed. Please see HELP NEWS 156 for details. 
File 135:NewsRx Weekly Reports 1995-2003/ Jun W2 

(c) 2003 NewsRx 

^ile 135: New newsletters are now added. See Help Newsl35 for the 
>mplete list of newsletters. 

File 635:Business Dateline (R) 1985-2003/Jun 18 

(c) 2003 ProQuest Inf o&Learning 
File 9:Business & Industry (R) Jul/1994 -2003/ Jun 17 

(c) 2003 Resp. DB Svcs. 
File 18:Gale Group F&S Index (R) 1988-2003/Jun 18 

(c) 2003 The Gale Group 
File 35 dissertation Abs Online 1861-2003/May 

(c) 2003 ProQuest Inf o&Learning 
File 63 transport Res (TRIS) 1970-2003/May 

(c) fmt only 2003 Dialog Corp. 



■ile 98:General Sci Abs/Full-Text ^fe4-2003/May 

(c) 2003 The HW Wilson Co. 
'ile 118 : ICONDA-Intl Construction 1976-2003/ Jun 

(c) 2003 Fraunhofer-IRB 
'ile 266:FEDRIP 2003/Apr 

Comp & dist by NTIS, Intl Copyright All Rights Res 
'ile 34 0 : CLAIMS (R) /US Patent 1950-03/Jun 17 

(c) 2003 IFI/CLAIMS (R) 
le 340: The Claims U.S. Patent databases have been reloaded. 
2LP NEWS340 & HELP ALERTS340 for search, display & Alert info, 
^ile 445: IMS R&D FOCUS 1991-2003/ Jun Wl 

(c) 2003 IMS Health & Affiliates 
?ile 19 :Chem. Industry Notes 1974-2003/ISS 200324 

(c) 2003 Amer . Chem . Soc . 
rle — i-gs—use— is-subjeet-^to-the— terras-of— your— user-/-customer_agxeement 
»rt feature enhanced for multiple files, etc. See HELP ALERT. 
?ile 42 :Pharmaceuticl News Idx 1974-2003/Jun W2 

(c)2003 ProQuest Inf o&Learning 
rl-l-e — *7-:-eaie-Group-Magaz4ne-^B-{-m) 1-95-9^2-0-03- / Jun 1 3 

(c) 2 003 The Gale group 
?ile 107:Adis R&D Insight 1986-2003/Jun W2 

(c) 2 003 Adis Data Information BV. 
?ile 12 9 :PHIND (Archival) 1980-2003/Jun W2 

(c) 2003 PJB Publications, Ltd. 
?ile 172:EMBASE Alert 2003/ Jun W3 

(c) 2003 Elsevier Science B.V. 
File 211: Gale Group Newsearch (TM) 2003/ Jun 17 

(c) 2003 The Gale Group 
File 319: Chem Bus NewsBase 1984-2003/Jun 18 

(c) 2003 Elsevier Eng. Info. Inc. 
ile 319: Alert feature enhanced for multiple files, duplicate 
noval, customized scheduling. See HELP ALERT. 
File 348 ^EUROPEAN PATENTS 197 8 -2 003 /Jun W01 

(c) 2003 European Patent Office 
File 441:ESPICOM Pharm&Med DEVICE NEWS 2003/Jun W3 

(c) 2003 ESPICOM Bus.Intell. 
File 608:KR/T Bus. News. 1992-2003/ Jun 18 

(c)2003 Knight Ridder/Tribune Bus News 
File 646: Consumer Reports 1982-2003/May 

(c) 2003 Consumer Union 
File 745 : Investext (R) PDF Index 1999- -2003/ Jun W3 

(c)2003 Thomson Fin. Networks 
ile 745: INVESTEXT NOW ON DIALOGWEB 
TER HELP NEWS 74 5 FOR MORE 

File 761:Datamonitor Market Res. 1992 -2003/ Jun 

(c) 2003 Datamonitor 
File 764:BCC Market Research 1989-2003/Jun 

(c) 2003 Business Communication Co. 
lie 764: KWIC costs $3.30 in File 764. 
File 15 :ABl/lnform(R) 1971-2003/ Jun 18 

(c) 2003 ProQuest Inf o&Learning 
ile 15: Alert feature enhanced for multiple files, duplicate 
moval, customized scheduling. See HELP ALERT. 
File 50:CAB Abstracts 1972-2003/May 

(c) 2003 CAB International 
'ile 50: Truncating CC codes is recommended for full retrieval. 
:e Help News50 for details. 

Set Items Description 



:ecuting TD270 

light option is not available in file(s) 19, 109, 398, 399 
:LIGHT set on as ' % ' 

51 2033 PCRV 
s si and pseudomonas 

2033 SI 
520782 PSEUDOMONAS 

52 22 3 SI AND PSEUDOMONAS 
s s2 and protein 



223 S2 
11062652 PROTEIN 
S3 175 S2 AND PROTEIN 

!3 and antibody or antibodies 
a s s incj 

;ssed 20 of 60 files ... 
Leted processing all files 
175 S3 

ANTIBODY 
ANTIBUDlES 

S3 AND ANTIBODY OR ANTIBODIES 



2445490 
2287070 
S4 2287108 

s4 and s3 

2287108 

1-7-5 



S5 

uplicate 
iupli"cate _ 
luplicate 
luplicate 
Juplicate 
)uplicate 
Juplicate 
Juplicate 
Duplicate 
Duplicate 
Duplicate 



122 



S4 

-S3 

S4 AND S3 



detection 
-deteet-ios- 
detection 
detection 
detection 
detection 
detection 
detection 
detection 
detection 
detection 



is not supported 
is not sup ported 
is not supported 
is not supported 
is not supported 
is not supported 
is not supported 
is not supported 
is not supported 
is not supported 
is not supported 



for 
for 



File 
File 



for 
for 
for 
for 
for 
for 
for 
for 
for 



File 
File 
File 
File 
File 
File 
File 
File 
File 



349. 
654 . 

~39"8T 
225. 
340 . 
19. 
107 . 
348 . 
441. 
761. 
764, 



R ecords fro, unsupported ^ les in ^^ 1 ^/ri"l"griphic e da?a? e not retained 
Record 440:15927493 ignored; incomplete cicxxoy v 

RD set ■ a ir^nnmlete bibliographic data, not retained 

Record 440:13242482 ignored; incomplete didxj. y v 

set a. i^^nipte bibliographic data, not retained 

Record 440:12995370 ignored; incomplete eiDiiog y 

RD ss t 

examined 50 records (50) 

examined 50 records (100) oaraohic data, not retained in 

.Record 441:34236 ignored; incomplete bibliograpmc a 

> set -a <nr™nnlrte bibliographic data, not retained in 

.Record 441:32012 ignored; incomplete Dioiioyx y 

) set 

completed examining records 

S6 61 RD (unique items) 

is 



Description 
PCRV 

51 AND PSEUDOMONAS 

52 AND PROTEIN 

53 AND ANTIBODY OR ANTIBODIES 

54 AND S3 
RD (unique items) 



t Items 
2033 
223 
175 
2287108 
122 
61 

t s6/3,ab/l-30 
>No ma 
398 

!/3,AB/l (Item 1 from file: 545) 

ALOG(R) File 545 : Investext (R) 
:) 2003 Thomson Financial Networks . 



Aching display code (s) found ^ ^[f 
441, 608, 624, 635, 761, 764, 810, 813 



107, 129, 135, 180, 225, 



All rts. reserv. 



L587808 

tfTERMUNE PHARMACEUTICALS 

3HENY, A.R. 

EW YORK (STATE OF) 

EHMAN BROTHERS, INC. (DATE: 

OF 3, TEXT PAGE 
his is a(n) COMPANY report. 



February 21, 01) 



(Report Number: 2480630) PAGE 



,AB/2 (Item 2 from file: 545) 

OG (R) File 54 5 : Investext (R) 
2003 Thomson Financial Networks . All rts. reserv. 

9462 

>TEIN% DESIGN LABS 
>EK, J.D. 

S RK FRiSs E T COMPANY, LLC (DATE: November 29, 00) (Report Number: 
IC-iCTACE 1 OF 2 TRXT/ TABLE PAGE 
i"isa(n) COMPANY report. 



i f ab/3 (Item 3 from f i le: 545) 

JOG (R) File 545 : Investext (Rl 

2003 Thomson Financial Networks . All rts. reserv. 

?3939 

DTEIN% DESIGN LABS /INTERMUNE 

D, M. 

^BROTHE^INC. (DATE: November 29, 00) (Report Number: 2384611) PAGE 
F 2, TEXT PAGE 
s is a(n) COMPANY report. 

3,AB/4 (Item 4 from file: 545) 

LOG (R) File 54 5 : Investext (R) 
2003 Thomson Financial Networks . All rts. reserv. 

21331 ,„„ 
ERMUNE PHARMACEUTICALS: INITIATING COVERAGE 

ENY, A.R. 

;maN R BROt5erI,°inC (DATE: August 2, 00) (Report Number: 2243254)PAGE 7 
15, TEXT PAGE 
s is a(n) COMPANY report. 

3,AB/5 (Item 5 from file: 545) 

vLOG (R) File 545: Investext (R) 
2003 Thomson Financial Networks . All rts. reserv. 

744719 

[■ERMUNE PHARMACEUTICALS 
jLOY, M. 

\SE°HAMBRECHT foUIST INC. (DATE: June 13, 00) (Report Number: 2192983) 
3E 10 OF 16, TEXT PAGE 
Is is a(n) COMPANY report. 

/3,AB/6 (Item 1 from file: 16) 

ALOG (R) File 16: Gale Group PROMT (R) 

) 2 003 The Gale Group. All rts. reserv. 

282537 Supplier Number: 80767850 

terMune Announces Five Abstracts to Be Presented at ICAAC Annual Meeting 
SgSighSng Infectious Disease Pipeline; Phase III Or tavancxn Results 
in CSSI and Phase II Actimmune Results in Fungal Infections to Be 
Presented as Late -Breakers . 

Newswire, pSFTH02613122001 
c 13, 2001 

nguage: English Record Type: Fulltext 
cument Type: Newswire; Trade 
rd Count: 810 



/3,AB/7 



(Item 2 from file: 16) 



DG (R) File 16: Gale Group PROMT (R)^ 
2003 The Gale Group. All rts. reserv. 

DKnfi SuDDlier Number: 79398132 

rMune Announces Third Quarter 2001 Financial Results, 
ewswire , pNA 

uagef English Record Type: Fulltext 
ment Type : Newswire ; Trade 
Count: 14^ i 
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.sh Abstract field of Gram-negative bacterial 

> present invention relates fc %the " eX a nd the use of such compositions 

:c ?ne impositions their manufacture and ^ ^ u 

^Sve^^^ 

Sds in o! ^^^^^^^^^ and safer as a 



:cine . 



5h~S5s tract - „.,.„„ vaccinales a base de^bacteries-a 

invention concerne des ^positions ^ "eur utilisation en medecine. 
am negatif , leur preparation aiMique compositions utiles de 

us particulierement, 1 ' invention concer n ^ P a m nega tif 

sTcSle^de-me^r-aneB^x^ernes ^ ) ^.g^ -e^-ogu^^a-i^^ue— 

esentant une expression d ' ant 'f^^; ces compositions plus 

■s methodes avantageuses permettant de rendre 
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:am-n.gativ« ba=ter la l strains that have ^proved bacteria 

.edding proper^es and ™«^°^°^ es a hyp I rble dding Gram-negative 

iSS; Ld^S ation ff one"or more g.n.<s, encoding a 
r oSin% "o^risKg i paptidcglycan-associ.t.d site to attenuate the 
• . \i.^nn arHvitv of the %protein% ( s ) . 

forSentfinvention concerne le domaine des nouvelles souches de 

"n^ guement modifiee par un et/ou deux processus tels que: la 
rSi-n restrictive de 1' expression d"' au-moxns-un-gene-<-i->feol-</-i>-,-ec_ 

SHH^cane J= S^SS avecle 

ieptidoglycane de la (des) proteine(s). 
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jlish Abstract 

rhe present invention relates to the field of vaccine formulation, 
particularly the field of novel adjuvant compositions comprising outer 
nembrane vesicles (or blebs) , and advantageous methods of detoxifying 
these compositions, and advantageous methods of use of such adjuvants. 

snch Abstract 

2ette invention, qui a trait au domaine de la formulation vaccinale, 
notamment a de nouvelles compositions d' adjuvant comportant des vesicule 
a membrane externe (ou bulles) , concerne egalement des methodes 
permettant de detoxiquer avantageusement ces compositions ainsi que des 
nethodes d ' utilisation avantageuse des adjuvants susmentionnes . 
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The present invention provides vaccines and methods for making the 
vaccines that actively or passively protect a human or animal against 
Chlamydia infection. In particular, the present invention provides a 



ccine that provides active i™it#hich emprises a Peptide # 
A vaccine that contains or expresses a est on ^Sntially similar 

;i™r;tidrth«"Ii" S ub S ta-ntially .Mlar to a polypeptide encoaa. u y 
>en reading frame CT863 of Chlamydia trachomatis. 

adrede lecture ouvert CT863 de Chlamydia trachomatis. 
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in tibodies%, and ^ co ^^ a ^^ e ^°^ es °to P diagnos?ic and therapeutic 

Dnditions related to these novel human secreted pr 

nch Abstract nn] , vplles nroteines secretees humaines 

ette invention se rapporte a nouvelles prote g ^ 

t a des acides nucleiques xsoles ontenant Ij-^J^ ^ a des 

enes codant ces protexnes . cetue d pro cedes de 

ecteurs, des cellules hotes, des ant ^° r PS ^ ^ secretees humaines; 
ecombinaison permettant de produce des P^eines Becre 

, insi ^^sTSitS'S'Siss-r dirSubies . t/ o» de s . t .t. 

l HT 0 a St cernoufelles r pro e tein e s secretees humaines. 
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^reinvention provides « .method /^S^eiHS^viio or ex 
nmal. The method comprises modi JVVg * d *™ t he mamma l. The dendritic 
,o to produce a ^^^^n^he mammal, thereby enhancing immunity 
Ll-mediator up-regulates dl in . 7 "! fl , r1 . her provides a method of 

the mammal. The present inventl ° n *" e f ^ncer" or infectious disease 
iucing an immune response o an, ^ncer,^ adm inistering the 

a mammal. In one embodimen t the methoa P disease fcQ a mammal( 
tigen or an antigen of the cancer or in an immune reS ponse 

ich has been treated as des ^^ u f Please, respectively, is induced 
the antigen, cancer or infectious ^sease P ^ administering 

the mammal. In mother embodiment the met p^ 

DC to a mammal as ^"^^haf Edified to produce a 
>m pr±ses-cont-ac^in g ^tlie_DC,, which gae c an tig eTi-of-t-he-cancer-or 

ich Abstract nrocede permettant d'accroitre 

t presente invention cone ne un P Q °^f c ^ siste a modifier une cellule 
■immunite chez un mammifere. Ce Pr° c ^ e = fin de prod uire chez le 
.ndritique (CD) in vivo °u ex vivo, ^ atin p mediateur des 
ammifere un mediateur des . f -^^ment les CD du mammifere, stimulant 
ellules dendritiques regule posi ™ "t 1 CQncerne e galement un precede 
insi son systeme imrau * ltaire m une reponse immunitaire a un 

ermettant d'induire chez un ™™jjj r j n ££ t ^Le . Dans un mode de 
ntigene, au cancer ou a une . m ^ adl ad ^3trer 1 • antigene ou un antigene 
ealisation, le P^^JfSectie^S S mammifere ayant ete traite 
u cancer ou de la maladie ^^^J f t d . in duire une reponse 
omme decrit ci-dessus, ce ^.J^^"^ dancer ou a la maladie 
mmunitaire respectivement a J. * ± le precede consiste a 

nfectieuse. Dans un autre m °f ^V^^la description ci-dessus. 
.dministrer a un mammifere une CD d a P^ sia ettre e £ contact la CD, 
routefois, le. precede consiste a m & des ce llules 

>realablement modifiee pour P r °f^ e ™ m ^ cancer ou de la maladie 
lendritiques, avec £ antigene^ ^ ^ ^ une 

Lnfectieuse, avant d'**™ 1 """" i-antiqene, au cancer ou a la 

reponse immunitaire respectivement a 1 antigene, 

naladie infectieuse. 
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ntigen. 



nch Abstract 



•invention concerne un procede destine a bloquer, ralentir ou 
iagnostiquer une infection par i (%Pseudomonas% aerungiosa) Dans un des 
odes operatoires, on injecte au patient une dose efficace d'antigene 



PcrV% 
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Disclosed are pheromone compositions comprising fungal mating factors, 
methods for making and using native and recombinant pheromone 
compositions and derivatives thereof in interfering with fungal 
pathogenesis, and methods for making and using these compositions for 
preventing fungal infection and disease in plants. 

ench Abstract 

L' invention concerne des compositions de pheromonales comprenant des 
facteurs d ' appariement fongique, des procedes de fabrication et 
d' utilisation de compositions pheromonales natives et recombinees et 
leurs derives pour empecher la pathogenese fongique et des procedes de 
fabrication et d' utilisation de ces compositions pour prevenir 
1' infection fongique et les maladies dans les plantes . 
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DisSoSfarfthe dbp gene and dbp-derived nucleic acid segments from 
Borrelia burgdorferi! the etiological agent of Lyme disease and DNA 
Tellllls encoding dbp from related borrelias^ Also "J^ 0 ^ 
binding %protein% compositions and methods of use. The DBP %P r °tein% and 
antigenic epitopes derived therefrom are contemplated for use m the 
treatment of pathological Borrelia infections, and in particular, for use 
Jn the prevention Abacterial adhesion to decorin. DNA segments encoding 
ihese protons and anti- (decorin binding %protein%) %antibodies% will 
also be of use in various screening, diagnostic and therapeutic 
Plications including active and passive immunization and methods for 
SK Prevention of Borrelia colonization in an animal These DNA segments 
and the peptides derived therefrom are contemplated for use m the 
preparation of vaccines and, also, for use as carrier proteins in vaccine 
formulations, and in the formulation of compositions for use m the 
prevention of Lyme disease. 

^L^nvtntiofconcerne le gene dbp et des segments d'acide nucleique 
dermis deL dbp provenant de Borrelia burgdorferi agent etiologique de 
la maladie de Lyme, ainsi que des segments d'ADN codant pour la dbp 
provSanfde bSeiias voisines . Bile concerne fee co^ooitxona 

de proteines de liaison de la decorine et leurs modes d' utilisation. II 
est propose d'utiliser la proteine DBP, ainsi que les epitopes 
antigeniques qui en sont derives, pour le traitement des infections 
patno^ogiques a Borrelia et notamment pour la prevention de 1 ' adhesion 
Eacterienne a la decorine. Les segments d'ADN codant pour ces proteines 
et le^anticorps anti- (proteine de liaison de la decorine) peuvent 
egalement etre utilises pour diverses applications de criblage, de 
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A method of inhibiting, moderating or diagnosing %Pseudomonas% 
eruqinosa infection is disclosed. In one embodiment, this method 
Comprises inoculating a patient with an effective amount of %PcrV% 
mtigen. 
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High mortality rates are associated with nosocomial lung infections due 
, P. aeruginosa. As current antibiotic therapies are associated with a 
,-80 percent mortality in this infection, improved methods for Prevention 
id therapy clearly are needed. The airspace instillation of PA103, a 
ototoxic Strain of P . aeruginosa, recreates the lung injury and sepsis seen 
i many of the patients with nosocomial pneumonia; the instillation of the 
1C teria causes lung epithelial injury, bacteremia, organ failure and death 
'experimental animals. Over the last 4 years, our two laboratories have 
Elaborated on bacterial genetic experiments and animal physiology 
cperiments that have led to the discovery of novel P. aeruginosa 



e III secretory system. Our previou^nvestigations have documented | 

lung injury and dissemination of the airspace PA103 to the circulaWBn 
related with the production of exoenzyme S by the bacteria. Two of the 
el extracellular products produced and secreted with exoenzyme S are 
U a novel cytotoxin, and %PcrV%, a homolog of the Yersinia pestis V 
iqen, which may affect host cytokine production. Our hypothesis is that 
Jt ^.,o bacterial products are the major virulence products of 



se two bacterial products are the major 

eruginosa and therapies directed against these products would prevent 
local and systemic injury due to the dissemination seen with this 
ection. To prove this hypothesis, we_will compare the effects of these 
ly discovered bacterial products to e . aeruginosa endotoxin in terms c~ 
ir individual and combined effects on lung injury, lung inflammation and 
systemic inflammatory response. We will utilize isogenic transposon 
03 strains that are selectively missing the genes for ExoU, for %PcrV% 
botH~of"these-genes-r-These-H 2- reeon^inant^roteins-are~also-availabie_f^ 



eriments and we have obtained specific endotoxin antagonists and 
etically deficient mice for lipopolysaccharide binding %protein% to 
ermine the effects of these products in animals resistant to the effects 
-endoroxl-n We — w ill d et^n-irne-whefehe^-fehese-two-baat e ri a l p roduct s are 



iponsible for IL-10 production in vivo and if blockade of the IL-10 
>roves local host defense. 
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SUMMARY : Nosocomial- pneumonia is the second most common nosocomial 
Eection and the leading cause of death from infection acquired m the 
spital." P. aeruginosa is the most frequent gram negative bacteria 
/olved in nosocomial pneumonia, and nosocomial pneumonias associated with 

aeruginosa infections have up to a 60% mortality despite appropriate 
tibiotic treatment. Also patients who are chronically infected with P. 
ruginosa (i.e.: cystic fibrosis, HIV patients and bronchiectasis 
tients) become resistant to antibiotics and may die from their4 
fections. Thus, there is an urgent need for novel treatments of P. 
ruginosa infections. The long-term objectives of this grant are to 
termine the cell biology of a Pseudomonal %protein%, %PcrV% . %PcrV% is 
rt of the bacterial type III secretory system; %PcrV% is involved m the 
anslocation of bacterial toxins by P. aeruginosa into eukaryotic cells. It 

also highly homologous to LcrV, a Yersinia %protein% also involved m 
e translocation, of that bacteria's toxins into eukaryotic cells. 
ntibodies% to LcrV can protect animals from infections caused by Y. 
stis and other Yersinia strains. Yet, although there are similarities 
tween LcrV and %PcrV%, there are also important differences in the roles 

LcrV compared to %PcrV% in the regulation of toxin secretion in the two 
rains. Therefore, %PcrV% warrants independent investigation. This group 
s shown that %PcrV% is accessible to %antibody% neutralization, that 
ntibody% attachment to %PcrV% blocks the translocation of the Pseudomonal 
xins into eukaryotic cells and that %antibody% to %PcrV% protects animals 
fected with virulent P. aeruginosa from lung injury, sepsis and death, 
erefore, therapies targeting %PcrV% appears clinically useful. Finally, 
ny virulent gram negative bacteria utilize the type III secretory system 
ich delivers bacterial toxins into eukaryotic cells. These gram negative 
cteria, including enteropathic E. coli, Yersinia, Salmonella, produce 
cterial proteins and structures similar to those found in P . aeruginosa . 
terefore, understanding the mechanism of %PcrV% -s role in bacterial 
anslocation into eukaryotic cells may help in the development of other 
Lerapies targeting this widespread gram negative bacterial secretory 



stem. 
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JG INFORMATION: 
Pharmacological Action: 
Fherapeutrc-eiass— Gode-: 

Clinical Indications: 
Molecular Code: 

RRENT DEVELOPMENT STATUS: 

Highest Phase: Preclinical (20) 



1PANY INFORMATION: 
Originator : 
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biotechnology; monoclonal %antibody% 
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bacterial infection 
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Deals 

umal: BioCentury 9 (37, Pt. 2) p. B4 Date: 20010820 

SN: 1097-7201 CODEN: BICEFS . 

Intermune Inc. (ITMN; Brisbane, CA) accepted from Protein Design Labs 
c. (PDLI; Fremont, CA) a humanized version of ITMN's monoclonal antibody 
ainst the PcrV surface protein of Pseudomonas aeruginosa under the 
mpanies December 2000 deal. 
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'seudomonas% targeted by %antibody% 
fTHOR : Anonymous 
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%Pseudomonas% vaccine 
20030410 

J07A-X - Other bacterial vaccines 

J7A9 - Other specified single component 

Immunostimulants ; Immunomodulators 

Russian Academy of Medical Sciences (Russia) ; 
Nonindustrial source (Unknown) ; Louisiana State 
University (USA) 

Louisiana State University; Nonindustrial source; 
Russian Academy of Medical Sciences 



HE ST PHASE: 



Preclinical 



'ELOPMENT STATUS: Preclinical, USA, Pseudomonal infections 

No Development Reported, Russia, Pseudomonal 
infections 



TEXT 

roduction: . 
eudomonas% aeruginosa is a major cause of morbidity and mortality in 
ients with cystic fibrosis. Organ transplant recipients are also at high 
k of acquiring this infection. 

. Academy of Medical Sciences in Moscow, Russia, was conducting phase I 
idies with a P. aeruginosa vaccine containing cell-wall %protein% 

rrgensr^ttt-feher-e-have-^en-no-^ 

searchers at the Louisiana State University, USA, are conducting 
iclinical studies with experimental vaccines containing P. aeruginosa 
:er-membrane %protein% F. 

searchers— i-n th e US appe ar— to-be-de-v- e l op in g -a_vacclne_f_Q r %Pseudomonas% 

-uginosa based on the P. aeruginosa homologue of the Yersinia V antigen. 
3 vaccine protected mice from subsequent challenge with P. aeruginosa in 
;clinical studies/l/. 
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Pseudomonal infections / Immuno stimulant 
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^VRMACOLOGY OVERVIEW: 
Pharmacodynamics : 

%Protein% F and synthetic peptide epitopes from %protein% F of 
%Pseudomonas% aeruginosa protect mice from pseudomonal pneumonia 
Immunogenicity : 

Induces specific %antibodies% in volunteers 
Mechanism of action: 
Immuno stimulants 
Immunomodulators 



INICAL OVERVIEW: 
Route (s) of Administration: 
Drug Interactions : 
Unknown . 



Injection, Parenteral 
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Anti-%PcrV% %antibodies% - InterMune 
20011120 

Anti-%PcrV% immunoglobulin G; Anti-%PcrV% monoclonal 
%antibody%; Anti-%PcrV% polyclonal %antibody%; 
%Pseudomonas% infections research programme - 
InterMune; Research programme: pseudomonal infections 
- InterMune 

J01X-X - Other antibacterials 

J8X - All Other Anti-Inf ectives 

%PcrV% inhibitors; %Protein% inhibitors 

InterMune (USA) ; Medical College of Wisconsin (USA) ; 
University of California at San Francisco (USA) 
California State University; InterMune; Medical 
College of Wisconsin 
%Protein% Design Labs 





GHEST PHASE: 



Preclinical 



VELOPMENT STATUS: 



Preclinical 



USA, Pseudomonal infections 



TEXT 



troduction : 

terMune Inc. (USA) is involved in the development of anti-%PcrV% 
ntibodies% for the potential treatment of pseudomonal infections. %PcrV% 

a %protein% of the type III secretory system of %Pseudomonas% aeruginosa 
at facilitates the virulence of these bacteria. 

monoclonal form of the anti-%PcrV% %antibody% has been developed by the 
dical College of Wisconsin, Milwaukee (Wisconsin, USA) and the University 
California, San Francisco (USA) . In August 2001, it was announced that, 

per its agreement with InterMun e, %Protein% Design Labs Inc. had 

ccessfully humanised the anti-%PcrV% monoclonal %antibody% . Under the 
rms of the agreement with InterMune, %Protein% Design Labs will be 
titled to annual maintenance payments and royalties on any product sales . 
terMune is now working towards moving the %antibody% to the clinic by the 
d of 2002. The %antibody% is reportedly effective in animal models of 
f ection. 

preclinical study conducted by the University of California at San 
ancisco and funded by InterMune have indicated that treatment with a 
lyclonal form of anti-%PcrV% %antibody% may have potential for the 
provement of lung damage and the prevention of septic shock/l/. 
ARMACOLOGY OVERVIEW: 
Pharmacodynamics : 
Mechanism of action: 
%PcrV% inhibitors 

%Protein% inhibitors 

INICAL OVERVIEW: 
Drug Interactions: 
Unknown . 
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terMune/%Protein% Design Labs to collaborate on monoclonal %antibody%: 
Scrip 2602 plO, December 20, 2000 (20001220) 
STORY TYPE: B WORD COUNT: 105 
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m injecting its toxins. 

This research was carried out on mice. 
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Delivery of Yop effector proteins by pathogenic Yersinia across the 
karyotic cell membrane requires LcrV, YopB and YopD. These proteins were 
so required for channel formation in infected erythrocytes and, using 
fferent osmolytes, the contact-dependent haemolysis assay was used to 
udy channel size. Channels associated with LcrV were around 3 nm, whereas 
e homologous %PcrV% %protein% of %Pseudomonas% aeruginosa induced 
annels of around 2 nm in diameter. In lipid bilayer membranes, purified 
rV and %PcrV% induced a stepwise conductance increase of 3 nS and 1 nS, 
spectively, in 1 M KC1. The regions important for channel size were 
calized to amino acids 127-195 of LcrV and to amino acids 106-173 of 
er-V% — ^-T-he— si-ze— of—the— channel— correlated— with—the— ability— to— translocate 
p effectors into host cells. We suggest that LcrV is a size -determining 
ructural component of the Yop trans locon. 



/3,AB/40 (Item 1 from file: 73) 

ALOG (R) File 73 : EMBASE 

) 2003 Elsevier Science B.V. All rts . reserv. 
390411 EMBASE No: 2001404624 

Therapeutic administration of anti-%PcrV% F (abprime) SUB2 in sepsis 
sociated with %Pseudomonas% aeruginosa 

Shime N. ; Sawa T.; Fuj imoto J.; Faure K. ; Allmond L.R.; Karaca T. ; 
anson B.L.; Spack E.G.; Wiener-Kronish J. P. 

Dr. J. P. Wiener-Kronish, Box 0542, Department of Anesthesia, University 
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The effects of rabbit-derived polyclonal Ab against %PcrV%, a %protein% 
volved in the translocation of type III secreted toxins of %Pseudomonas% 
ruginosa, was investigated in two animal models of P. aeruginosa sepsis. 

a mouse survival study, the i.v. administration of anti-%PcrV% IgG after 
e airspace instillation of a lethal dose of P. aeruginosa resulted in the 
mplete survival of the animals . In a rabbit model of septic shock 
sociated with %Pseudomonas%- induced lung injury, animals treated with 
ti-%PcrV% IgG intratracheally or i.v. had significant decreases in lung 
jury, bacteremia, and plasma TNF-alpha and significant improvement in the 
modynamic parameters associated with shock compared with animals treated 

a similar manner with nonspecific control IgG. The administration of 
ti-%PcrV% F (abprime) SUB2 showed protective effects comparable to those of 
ole anti-%PcrV% IgG. These results document that the therapeutic 
ministration of anti-%PcrV% IgG blocks the type III secretion 
stem-mediated virulence of P. aeruginosa and prevents septic shock and 
ath, and that these protective effects are largely Fc independent . We 
nclude that Ab therapy neutralizing the type III secretion system has 
gnificant potential against lethal P. aeruginosa infections. 
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tracellular products which are synthesized and secreted and coordinately 
citrolled with exoenzyme S by a type III secretory system. Our previous 
instigations have documented that the lung injury and dissemination of 
3 airspace PA103 to the circulation correlated with the production of 
Denzyme S by the bacteria. Two of the novel extracellular products 
Dduced and secreted with exoenzyme S are ExoU, a novel cytotoxin, and 
=rV% , a homolog of the Yersinia pestis V antigen, which may affect host 
tokine production. Our hypothesis is that these two bacterial products 
3 the major virulence products of P. aeruginosa and therapies directed 
ainst these products would prevent the local and systemic injury due to 
= dissemination seen with this infection. To prove this hypothesis, we 
11 compare the effects of these newly discovered bacterial products to 
aeruginosa endotoxin in terms of their individual and combined effects on 
:ig injury, lung inflammation and the systemic inflammatory response. We 
11 utilize isogenic tranaposon PA103 strains that are selectively missing 
2 genes for ExoU, for %PcrV% or both of these genes. These 2 recombinant 
Dteins are also available for experiments and we have obtained specific 
iotoxin antagonists and genetically deficient mice for lipopolysaccharide 

lding %pxote±n_% to determine ^th.e_exjf.e.c.ts_o.f_tlies.e^3xo.duc.t.s_in_animals 

sistant to the effects of endotoxin. We will determine whether these two 
:terial products are responsible for IL-10 production in vivo and if 
Dckade of the IL-10 improves local host defense. 
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Nosocomial pneumonia is the second most common nosocomial infection and 
b leading cause of death from infection acquired in the hospital. P. 
truginosa is the most frequent gram negative bacteria involved in 
Bocomial pneumonia, and nosocomial pneumonias associated with P. 
ruginosa infections have up to a 60% mortality despite appropriate 
;ibiotic treatment. Also patients who are chronically infected with P. 
ruginosa (i.e.: cystic fibrosis, HIV patients and bronchiectasis 
zients) become resistant to antibiotics and may die from their4 
Eections . Thus, there is an urgent need for novel treatments of P. 
ruginosa infections. The long-term objectives of this grant are to 
:ermine the cell biology of a Pseudomonal %protein%, %PcrV%. %PcrV% is 
rt of the bacterial type III secretory system; %PcrV% is involved in the 
inslocation of bacterial toxins by P. aeruginosa into eukaryotic cells. It 

also highly homologous to LcrV, a Yersinia %protein% also involved in 
j translocation. of that bacteria's toxins into eukaryotic cells. 
itibodies% to LcrV can protect animals from infections caused by Y. 
3tis and other Yersinia strains. Yet, although there are similarities 
:ween LcrV and %PcrV%, there are also important differences in the roles 

LcrV compared to %PcrV% in the regulation of toxin secretion in the two 
rains. Therefore, %PcrV% warrants independent investigation. This group 
3 shown that %PcrV% is accessible to %antibody% neutralization, that 
itibody% attachment to %PcrV% blocks the translocation of the Pseudomonal 
cins into eukaryotic cells and that %antibody% to %PcrV% protects animals 
fected with virulent P. aeruginosa from lung injury, sepsis and death. 
;refore, therapies targeting %PcrV% appears clinically useful. Finally, 



ny virulent gram negative bacteria utilize the type III secretory system 
ich delivers bacterial toxins into eukaryotic cells . These gram negative 
cteria, including enteropathic E. coli, Yersinia, Salmonella, produce 
cterial proteins and structures similar to those found in P . aeruginosa . 
erefore, understanding the mechanism of %PcrV% 's role in bacterial 
anslocation into eukaryotic cells may help in the development of other 
erapies targeting this widespread gram negative bacterial secretory 
stem. 
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terMune Pharmaceutical, Inc. Researchers Find Way To Immunize Against 
Fatal Bacterium 

nterMune Pharmaceutical signs licensing agreement with university 

researchers to develop an %antibody% therapy and vaccine against the 

%Pseudomonas% aeruginosa bacterium) 

niel J. DeNoon's Insider Newsfile, p N/A 

ril 12, 1999 
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STRACT : 

terMune Pharmaceutical Inc has signed a licensing agreement with 
searchers from the University of California (San Francisco) and the 
dical College of Wisconsin to develop an %antibody% therapy and vaccine 
ainst the %Pseudomonas% aeruginosa bacterium, which is responsible for 
st hospital -acquired pneumonia deaths. This virulent class of microbes 
s become very resistant to antibiotics. However, the research group 
veloped an alternative to antibiotics to fight the microbes. Over $2 
1/yr are spent to fight hospital pneumonia in the US. The researchers 
ve developed an %antibody% against one of the proteins that delivers 
tal toxins to host cells. The %antibody% has been shown to block 
seudomonas% from delivering toxins into lung cells and has also shown its 
ility to offer immunity against the %Pseudomonas% bacterium. The article 
rther discusses the research collaboration. 
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SUMMARY: DESCRIPTION (provided by applicant) : This grant will determine 
2 efficacy of a humanized monoclonal %antibody% in treating a lethal 
seudomo nas% -induced lun g in j ury . We have shown that the airspace 
striTratlon of a strain of~%Pseuddmonas% aeruginosa that contains the type 
system predictably causes lung necrosis, sepsis and death (J Clin Invest 
99) . We have also shown that the systemic administration of polyclonal 
itibod y% raised again st recombinant %PcrV%, a type III bacterial 
rotein% involved in" translocating the bacterial toxins into eukaryotic 
Lis, prevented lung injury and death in mice pretrea'ted with the 
itibody% (Nature Med 1999) . More recently, we have identified a mouse 
ziPcrV monoclonal %antibody% that when administered prior to the 
rterial instillation, prevented mortality in mice airspace-infected with 
2 virulent %Pseudomonas% . The proposed experiments will determine whether 

2 systemic or lung administration of a humanized monoclonal %antibody% 
Eter the airspace instillation of the virulent %Pseudomonas% improves 
nodynamics, gas exchange and/or improves the septicemia in 
rspace-infected, anesthetized rabbits. These results will be critical for 
aiding how to plan a clinical trial; the results will determine whether 

3 %antibody% should be utilized as a therapy or as a prophylactic 
satment. PROPOSED COMMERCIAL APPLICATIONS: %Pseudomonas% aeruginosa is a 
jor cause of hospital infection, accounting for 20% of nosoconual 
mmonias, 10-15% of nosocomial urinary tract infections, and 10% of 
)sis. In addition, P. aeruginosa infection is the major cause of 
rtality in cystic fibrosis. Current treatment is associated with a high 
:e of antibiotic resistance and a 25-50% failure rate. The proposed 
:atment provides a novel approach to the prevention of P. aeruginosa 
:ection in patients at high risk for this infection, including patients 

ventilators, burn patients, patients with in-dwelling catheters, 
itropenic patients, an patients with cystic fibrosis. 
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UMMARY: High mortality rates are associated with nosocomial lung 
ections due to P . aeruginosa . As current antibiotic therapies are 
ociated with a 50-80 percent mortality in this infection, improved 
hods for prevention and therapy clearly are needed. The airspace 
tillation of PA103, a cytotoxic strain of P . aeruginosa, recreates the 
g injury, and sepsis seen in many of the patients with nosocomial 
umonia; the instillation of the bacteria causes lung epithelial injury, 
teremia, organ failure and death of experimental animals. Over the last 
years, our two laboratories have collaborated on bacterial genetic 
eriments and animal physiology experiments that have led to the 
covery of novel P. aeruginosa extracellular products which are 
thesized and secreted and coordinately controlled with exoenzyme S by a 



cretion system-mediated virulence of P. aeruginosa and prevents septic 
ock and death, and that these protective effects are largely Fc 
dependent. We conclude that. Ab therapy neutralizing the type III 
cretion system has significant potential against lethal P. aeruginosa 
Sections . 
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TLE: Sera from adult patients with cystic fibrosis contain %antibodies% 
to %Pseudomonas% aeruginosa type III apparatus 
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iSTRACT: Expression of type III proteins of %Pseudomonas% aeruginosa in 
itients with cystic fibrosis (CF) was investigated by measuring the immune 
:sponse against components of the type III pathway. Twenty- three of the 3 3 
:ra contained %antibodies% against %PcrV%, a %protein% involved in 
-anslocation of type III cytotoxins into eukaryotic cells, and 11 of 33 
id %antibodies% against ExoS, while most CF sera contained %antibodies% 
jainst PopB and PopD, components of the type III apparatus. These data 
idicate that P. aeruginosa commonly expresses components of the type III 
ranslocation apparatus in adult CF patients . 
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diagnostic et de therapeutique, parmi lesquelles 1 ' immunisation passive 
et active, ainsi que des methodes de prevention de la colonisation par 
Borrelia chez 1' animal. II est propose d'utiliser ces segments d'ADN et 
les peptides qui en sont derives pour la preparation de vaccins et comme 
proteines porteuses dans des formulations de vaccins, ainsi que dans la 
formulation de compositions destinees a la prevention de la maladie de 
Lyme . 
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velopment and characterization of monoclonal %antibody% to %Pseudomonas% 
aeruginosa type III secreted %protein% %PcrV%. 

THOR: Sawa T(a); Vallis A; Spack E G; Frank D W; Wiener-kronish J P(a) 
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URNAL: Abstracts of the Interscience Conference on Antimicrobial Agents 
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NFERENCE/MEETING: 41st Annual Meeting of the Interscience Conference on 
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CORD TYPE: Abstract 
NGUAGE: English 

STRA^:^ac^gxouTi6h-We-rep^Tte^-tha:t P. aeruginosa V-antigen (%PcrV%) is 
a protective antigen against P. aeruginosa infection and rabbit 
polyclonal %antibody% to %PcrV% can neutralize .the virulence associated 
with the type III secretion system (Nature Medicine,' ~ 5 : 392 ^ 19^99) . We" 
developed a murine monoclonal Sranth&odyA .against %PcrV% . We examined the 
affects of this %antibody% on lethal P. aeruginosa pneumonia in our mouse 
nodel and compared it to rabbit anti-%PcrV% IgG. Method: Murine 
nonoclonal %antibodies% against %PcrV% were produced by hybridoma cells; 
frantibody% blocking functions against type III secretion system were 
zested in our mouse model of P. aeruginosa pneumonia. Purified monoclonal 
fcantibody% was mixed with a lethal dose (5X105 CFU/mouse) of cytotoxic P. 
aeruginosa (PA103) and directly instilled into the lungs of mice. 
Survival of mice was monitored for a week. The %antibody% was also tested 
Eor its effects in passive immunization in infected mice. Results: The 
:lone ml66 which showed higher affinity in preliminary screening and also 
lemonstrated potent protective effects on the survival of mice infected 
tfith PA103. Eighty percent of mice survived after the instillation of a 
Lethal dose of PA103 with 10 micrograms of ml66, while no mice survived 
without receiving IgG. Passive immunization, 100 micrograms of ml66 
mjected intraperitoneally 1 hour before the instillation of a lethal 
lose of PA103 saved 90% of mice infected with PA103 while control mice 
receiving saline instead of IgG all died in two days. Conclusion: 
Specific murine monoclonal %antibody% against %PcrV% showed comparable 
>otency to a rabbit polyclonal anti-%PcrV% IgG in an animal model of P. 
leruginosa infection. The monoclonal %antibody% against %PcrV% has the 
>otential to be a therapeutic agent in P. aeruginosa infection. 

il 
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srsinia enterocolitica evasion of the host innate immune response by V 



itigen- induced IL-10 production of macrophages is abrogated in 
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The virulence-associated V Ag (LcrV) of pathogenic Yersinia species is 
rt of the translocation apparatus, required to deliver antihost effector 
oteins (Yersinia outer proteins) into host cells. An orthologous 
rotein% (denoted as %PcrV%) has also been identified in the ExoS regulon 
%Pseudomonas% aeruginosa-: Additional ly^ it is known that LcrV is 
leased by yersiniae into the environment and that LcrV causes an 
munosuppressive effect when injected into mice. In this study, we 
monstrate for the first time that rLcrV, but not %PcrV%, is capable of 
ppres^rrng TNP-ai^slia-pro-dTXCtion in zymosan A-stimulated mouse macrophages 
d the human monocytic Mono-Mac-6 cell line. The underlying mechanism of 
P-alpha suppression could be assigned to LcrV-mediated IL (IL) -10 
oduction, because 1) LcrV induces IL-10 release in macrophages, 2) 
ti-IL-10 Ab treatment completely abrogated TNF-alpha suppression, and 3) 
F-alpha suppression was absent in LcrV-treated macrophages of 
-10-def icient (IL-10-/-) mice. The relevance of LcrV-mediated 
nunosuppression for the pathogenicity of yersiniae became evident by 
penmental infection of mice; in contrast to wild-type mice, IL-10-/- 
2e were highly resistant against Yersinia infection, as shown by lower 
Serial load in spleen and liver, absent abscess formation in these 
jans, and survival. 



'3,AB/38 (Item 2 from file: 155) 

tfjOG(R)File 155 : MEDLINE (R) 

format only 2003 The Dialog Corp. All rts. reserv. 

506986 21391858 PMID : 11500471 

%PcrV% immunization enhances survival of burned %Pseudomonas% 
jruginosa- infected mice, 
lolder I A; Neely A N; Frank D W 

)epartment of Microbiology, Shriners Hospital for Children, Cincinnati 
.o 45229, USA. iaholder@juno. com 

:nfection and immunity (United States) Sep 2001, 69 (9) p5908-10 

!N 0019-9567 Journal Code: 0246127 

locument type: Journal Article 

-anguages: ENGLISH 

Iain Citation Owner: NLM 

record type: Completed 

urned %Pseudomonas% aeruginosa-inf ected mice immunized against %PcrV%, a 
e III virulence system translocating %protein%, showed significantly 
anced survival compared to controls. Survival was non-0 serotype 
cific and correlated with a reduced systemic microbial load. Infection 
h a high-level toxin A-producing strain required supplemental antitoxin 
atment to enhance survival . 
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